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(57) Abstract: A sustained release preparation containing a dipeptidyl peptidase IV inhibitor and a hydrophilic polymer which can 
appropriately inhibit the dipeptidyl peptidase IV activity and is excellent in convenience or compliance. 
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w m m 

^y^^i/^y^y-if-ivcOT, dpp-iv kw%aTz>zi£&&2>)mm 

Mfe, skm^XDGLV- 1 (glue agon- like peptide-1) £WgMs£|fi^U 

W002/062764, WO01/55105> WO02/O256O) . 
L^b^te,, ^Tt#5zgfScfc5fc, DPP-IV tgte£18tf;K:ffl»- 

dpp-iv m.mm&y-7x? >x p k ck^j&w^^ §rr s £ 

t> «tt9JJM£& (chronic rhinos inus it is) &#©JMfcIBI© DPP-IV filfefc* 

Sn^*^K:DPP-IYtgtt^±SbfcClt*J«ft$nTViS (0!I*.fc£ if - ^ 
T—tZf (The FASEB) , 2002 ^, ^16#, p. 1132-1134) . bfo&t^T, 

«tt^jE*#ffibTVis«m*fA#K:*v^T dpp-iv ?gte&ia<ifi*-rs;i 

GLP-l DPP-IV fc«t5^W^*T*S GLP-1 (9-36) 7 =• FtfJlMMS 

T^ffl*wrsfc«>, dpp-iv ffitt^3-x*^^^'>xc 

'• 7-f ^*o^— • l>h^7-f/D^ • T>H • ^^#iJXA (Am 
J Physiol Endocrinol Metab) > 2002 ^, ^ 282 ^ % p.B873-B879) „ 

H (depression) -^F^ (anxiety) <2aigm<*:]fil?il DPP-IV ig1£a><£Tfc>&* 



WO 2004/024184 PCT/JP2003/011570 

2 

(Mol. Psychiatry) , 2001 ^ 3S6#, p. 475-480) . 

#§gBJ# S> tt, £#l*l© DPP-IV Stt&lft* CfiftS £ fc tot 

^fbfcJFS b < £ "5 «H»fc«*T, DPP-IV ^tt^jSSlC 

*^#e>«> dpp-iv m&&m&\zmm'e&. 1 b i ©©jjrjb 

9iffl&&ibXGmV1tm&, DPP-IV fflL#Slt«7Kttlft^HPt SSa^fe^rS 

5) 5?<7^)W7^?-v-nm.wm<Dmm&m't)mtez> 2«u:©s> 

6) ^y^^;i/^y^^-if-iv as^&frtr-rsitettttiaHai^^y^ 

^;^^^-if-IVPfl#m^WTS3i^tt^J^^m^t>i3rT^§S& 
13 5) fB*c©E3H; 

7) ^r^OTB5^fe«^ffiTa5§MIB5) fE*c©|ggg ; 

8) iftL«T^J-e^^t5IB5) flB*fc©E£X; 

9) s# i mmmzMk^v^^j)v^^-y-^-\y 10 

90%{gT^W^,^^^^;i/^y^^-if-IVPl«^W^m»»J; 
1 0)S#8B*MftteJlilit+^y5 : 'S?;^^ , 5 t ^-- i£-IVEH££ lOteVib 
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9oxcf£ ^y^^w^^-if-iv mmnsmwcmmmM; 

1 1) &-^iBtr»£ 8 Btr^cfrfcoT, jfoit^e^y^^:/^— 

12) ^^^l^^fc«^fflT^^tiffB9) > 10) <DV> 
1 3) ]M&T#JT&£ltufE9) ,10) ££tel 1) (D^Ttl^lCfBrn© 
14) Pil¥Lli»cMfB 9 ) , 1 0) £fctel 1) ^Tti^fclBifc©^.^ 

^Wffl**, dpp-iv ffi^Utt, dpp-iv lMk&mi&&&fo&&B£i < I U 
BMB) fc£5$Hg:EC3.4.14.5] ©BI*iSft£MTSffc^4&&*!*'t'S. 

dpp-iv dpp-iv E««tt35«fii»anTv>*iso; stw&m 

^#I^T©^it ; £^^T^it^b#:<h^^fc^^ DPP-IV MFlSteSrW-TS 

7^*5, dpp-iv mmmmz* mx\t^&<ommm\zmsct^ rw^>H (r 

aymond) *><Dftm (^-T Tlf-^-Y -X (Diabetes) , 47 
1253-125 81, 1 9 9 8¥) J ftfflfflbfc^iSfc.kOWr* 

dpp-iv la^^^J^^xn, OT^b-erti (i) ~ (8) #*gtfe>n 

( 1 ) WO02/062764 KlfB^tlfciS : 
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X«jSg-£#> -0-, -S-, -SO-, -S0 2 -^fdi-NR 3 - (R 3 

>, tfu>>>, tfnu>, x^y-;v7^>, >?x^y-;P75X HJx 

»ttHi©ift3&mi^&n*. 

)vm, z/zLvm. m&m, ^w>m, ^x>m, u>:m * 
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5$; en xmisnzik&mfe, ^mmx^^xh. mmx^x^^ 

(fb^I-a) 

as***. 

10 1) ^>7;i; 

2) X)i^^)im&tcU%)U#*i')vmx^ft^nmmznx^x-b&^ 
c MO r;i/^;vs (0£b<tex5P;i/) ^^«c 2 _ 10 r;i^x;i/S (£?£L< 

tHn^>S;^t7~i 3^T^;i/^;i/^^* (£?£b< tex^^l/ 
20 4 ) r £ b < «c ,. 6 r;i/^;v-*;i/^n;K$f * b < «y-fe5P;i/) * 

^Dtf;!/^^^^, ^^i/^wt^e-ow h'j7^tnx5 1 MJi/A 

25 ^-Ok x h^^M^JW^j^HMtl C H0 ^D7W 

m 2 fix ^x t> J; v^^mit^ - # ;k#x;i/ b < tf □ u 
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5) Mm^nx^Tfe^viT^y* csp^kw:, ^w^tOkt^/) ; 
*) ] ; 

-*;w^-f;vT5y* (flu ^fM;ww;i/7s/, ^^ww&jwx 

^;i/T^/) , C w4 7U-^-*M^75/I m. *>*M)VT§ 
/) , C 3 . l0 ^i7D7JW-*M^75;S, C H3 77JWm^ 

-*itoi/7s;i, c w ,7;wi/x;v«75ys 

8) 75y;S ; 
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r 2 #v\ny>jsc^ ($f^b<« , 7-;^ mm) &&tfc ,. 6 t;u^;w (#f 

L^C l . 10 T;V^rl/> ($f*b<«-CH 2 -) ; T&3>fc^o 

at^mi -b) 

10 AS^, 

is I$nwT%J;v«ii~i oo7;^^>'S (^b<^h^» ; 

20 £b<texh^#;M^;i/) , i/7/S, #;wve^;1/^ 75;s, 
;-tfdiy-c H0 7M;^^75;i (#i> T-fe^;vT^y> -rv^> 

)\,#-)V7=iy) , ti)vn^)vr^jm. ^ c ,.,,7^ 

25 ^^75/) , c^tu-^-^^-^s;* (#k ^>y^;i/T^ 
y) , c 3 . 10 5/^D7W-*;^;v7^ys, c W! 77»t*^ 
-#;i^-;i/T=i/^ t / - s&iiv 5 - c H0 7;v^Ji/X jv*x;V7 $ / 1 
m> *^)\>7,)V*-)\,7^j. ^^?M;^-;v75y) , c W4 7U- 
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5 3 — f;w ] ; 

10 r '^lm^smfD^u^fym^xm^rix^T^^mm^ifs:^ 

X^-O- ; 

LiPC ,_, 0 T;MrI/> (2?£b<te-CH 2 -) ; Xfo&ik&mo 
5£ (I) T^$n&fl^tl©&;fcT%K tt)t^2- [3- (75;^ 
15 )V) 2 V^V- 1 - t^V - 1, 2— 5?fcFD-6 

-<y+/'j;w -l, 3-f77-;i/-4-*Mz hu;v; 

2- [3- (T$y^^;w) -4-^h^>—2— rv^;i/- i-^v 

-1, 2-^tHD-6-fV^yj;W -1, 3-f77-Jl/-4-M 

20 2- [3- (T^y^^;i/) -4-^h^->- 2— rv^;v- i -^v 

-1, 2-^bHn-6- f V*/ U;H -1, 3-^7V*-;l/-4-#;i/ 

2- [3- (t^/*5p;v) - 4 - ^ 2 - - f y i - t^v 

-1, 2-^tFn-6HV^;U;H -1, 3-^7y-JV-4-M 
25 ^>ixf^ ; 

(e) -3- [3- (x==/pwi/) -4-^h^>-2 — rv^;u-i 

-rfr^V-l, 2-ykHQ-6- fV3V UJU] - 2 H ; 

(E) -3- [3- (T^y^^V) - 2 -fV^-4-7x-JH 1 
-rfr^V-l, 2-^tHn-6-<y+/UJ|/] -2-^t5F; 
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3- (75;>^J1/) -2-^V^Jl/-l-t*V-4-7i-JV-l, 
2 -{ C3 - (75;/f;W - 2 V^JI/ - 4 1 - t^v 

- 1 , 2 - v t h n - 6 — < v * y u ;w ->> r-fe * ^ h & £#ef * b v^ 0 

(2) W095/15309 &£tdfBfc$nfc5£ : 
[ft 2 3 



f teli;fcte2£; gttO, ltfdi2^;X»-CH 2 -> -O- 
-S -> -SO-, -S0 2 -tfctt-NR 3 - (R 3 »**JS^*fctt C,_ 6 
T;^;!/*^^) £ ; RteTMftSBS ->7/S, -CHO, -B(OH) 2 , 
-P(0)(OR 3 ), -CCR 4 tfctt-CH=NR 5 (R 4 «7jc^M^ 7y 
*EB% C,_ 6 T;V^;^ ~hPg> -OR 3 , -C0 2 R 3 £/cte 

-COR 3 £ (R 3 «HulBi;I^^^T) ;R 5 tt7i-JH, -O 
R\ -OCOR 3 ffd^>^JVt+^S§ (R 3 «MfB^fsim«^-r) § 

;k 2-x^;i/^;ujfe£^^e»tiSo 



X 




R 
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10 WTfccfcVio 

±mLfra-T=i;M&&Z£p-7^;Mte, D#:, L DL #:©^fntfe 

(C 1 & ^ t> 2 b T V>T cfc ^ o 

Q7J^^^S, C 2 _ 6 C 4 _ 12 v-^DT^i^X-;^ C 6 _ l4 T 

20 u-;ps (ft£V<\$y^-)im) , c 7 _ 16 T^;i/=^;i/S «f?£L<fci:^>^ 
^ a [3.i. i]^\^;i/S/^t'^^e,ti-2>. 
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K C 6 _ 14 7 U -JH*J;milH ' Wfe WtBfcffclBfc 1 b 3 m<DW 
(fiP*b<J47y*. *3S) ;'>7;S;-hnX;C,_,7^S; 

5-nhn-2-if'jy;i/75 5-^77-2-tfy >>;i/7^/^ 2 

i$nTfeJ;Vi75ySj kl^T^HfcUfc rfi^^nTViTfeiVi C 6 _ 14 T 
25 ©Sfctt, «A.fcjrifc*>b3flT**. 
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^«c,_ 10 t;1/^;^ Cj.nJ/^nmMi, c 2 _ 10 y;i^-;i^ c 3 _,r>^ 

k.W\u^>m^ (^L<tt7yi, Hiit) , ^>7/S, 'hoi, 

c,_ 6 T,Mr;n (#k hu^;i/^n^^;u*) > c^tvi^^s, c,_ 6 t;w 
^^s^i/S&J;^ c,_ 6 T;i/^;u-^->^j;w^-;i/S^&jl^n^mm 

^mmmmm (#£u<iit;u$w ^ eitin^tts^ i l 3 m 

5£ (in Ti$ti§^oiibxn ^ (i) T^$n^>^%©m 
5£ (in Ti^nsfMtt, &7Kfn#n?&oTt>, tK^t^ot^J; 
s: (id x*mznz>ik&M<Dii?mfeM ^uxn ^ 




PCT/JP2003/011570 



TigSns (2S)-l-{{{2-[(5->-7/ tf U5>>-2— f 5 
;}7tfM-2-y7;-t;nU^> (DPP-728) CW098/19998fcfB*D , 




(2S)-l-{[(3-t FD3^>-1-7^>^;1/) 75 /] T-b^M-2- 
v'TZ-tfaU v*> (LAF237) (WO00/34241 {CfBm) ^ 

(2s)-i-{{{2-[(i- t:u5 *j>-z-' r ;v t! ^ u ^>-4— r ;w t ^ / } T-t^- 

M-2-v-T/-lfDU^> (W002/30890 fcfBtfc) , 
10 (2S)-l-{{{2-[(tf^>-2-< ;W7$;]IfJW7S/}7-k5 : M-2->'7 

y - t? d u (s) -l- ti- [5- (n, * ^)vr ;i/3js - ;p) -2- e u 

75 7]-2-^5";V-2-^D tf;WT^ /}Tir^;V-2-t!D U *J>ti)ViS~Y U 

(K-361) (W002/51836 £f3^) , 
&£<DN-(N' -Mm^U^;W-2-^T/-tfaU^>^#: ; 

15 



O 




Tr^$n^>L-threo— rvu-r^;!/ ^Tyj> ? > (P32/98) > L-allo-fV 
D-<yJV ?7yji?X L-threo-f V O-f ->;i/ fcfnU^X L-allo— fvn 

20 U^>!£^# (WO01/72290 &<EfciS*c) ; fc£j&«gtf&n*. 
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(3) WOO1/55105 KlfBaSnfc N-g& 2-^7/ \dU-)V&£Z$2 -z/7 

ytfau>m^'#o SftKtt, (s,s)-i-(2-r^y-3,3-> ? ^^;i/^u 

(4) W002/02560 (C|2m^ nfeltm^^tlo #?£b<te, 7-^>z^)V 
-8- [6-(tFn^>^ 5=" J!/) -1 , 4-5?T if A >-l--f ;H -1 , 3- ^ ^;i/-3, 7-5? 

(5) W001/68603 £fBgc£nfc, n^nA'>t^bfct!D U 5?>M^ 
£F£L<te> (lS,3S,5S)-2-[(2S)-2-T5y-3,3-5?^^y5 : 'U;l/]-3- 

~>X / -2-7*? t: zst? D [3. 1. 0] ^U->„ 

(6) W002/14271 {C|Em^tlfc:^oU>SIS#:c £ L < « , 

(2S)-i-[(2S, 4S)-4-(3-^ >yy y s y-2-tfn u 

- )V\ -2-1/7/ tf D U 5? >. 

(7) W002/38541 tefBttSn&S'T / tf D U $?£b<te, 
(2S, 4S) -1-CC2S, 3S) -2-7 5 / -Z-* ^JV-^ / <i M -2-5/7/ -4-7)1* 
D tf □ U 5?>, (2S, 4S)-2-v-T/-4-^;i/^*n-l-[(l-t h'n^r^^fjV) 5^ 
D^>?Jl/7'5 /] T-fe^;Vtf a U i?>, (2S,4S)-2-->T/-4-7^^n 
-1-Cl-t: FD^^-3-7^T>?JV75 /)T-fe^;i/tf a U >?>» 

(8) WO02/02560, WO 03/055881, WO 03/040174, WO 03/037327, WO 03/035057, 
WO 03/035067, WO 03/024942, WO 03/024965, WO 03/004498, WO 03/004496, 
WO 03/000250, WO 03/002530, WO 03/002531, WO 03/002553, WO 03/000180, 
WO 03/000181, EP 1258476, WO 0251836, WO 02/68420, US 6432969 m\Ztm. 
■tsntcikftm ; P93/01 fcH. 

(A FJVm 51^&ti«£9 0 Om L SrffiViTA 0 b*;KDH]ijggc 1 0 0 r 
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turn «#Js?»#»te*v>T«ffl©%>©, MX&fc, mmmu^^m^ 

z>o m&tk'&mMfe. mz dpp-iv la^^^Ktt^^t^wf 
wmw\z^nz> dpp-iv is#ii££&m£-#£#\ ss^^ns»K(: 

»#*TS £ tfc: J; 9 DPP- IV Pl^©^m^»PT^^ii5^^*T^o 

^7Xtt^^©*fim«, #J;^2S»%7Ki«<2*fim 20t:) 
^UT, jiftKlilmP a • s gJLfc, iD^b<«4mP a • s i^_hTr 

<D*&m&mffi-?z>z.£\z&-DT. mmmfrzn dpp-iv ms^©^tB^ra^ 
&mzwmtz> z. t^-e^-^o 

^7Ktt^^^#^J^bT«> HPC-SSL GSi&£, B*W31 OHO 
|$) (20*Cte::J3tt& 2 fi*%7K^©ttS : 2. 0~2. 9mP a • s) , 

hpc-sl msh^ u*wm «*) m> ^(rc^&tts 2 mm%7mm 

» CD^Jg: 3. 0-5. 9mPa- s) , HPC-L (M.£> B#W31 («0 
§£) (20r^^3tt?> 2 S*%7K^©^S :6. 0~10. OmP a • s K 
HPC-M (i^p n p£, B*WM (W) (20X:\Z&ttZ> 2 a»%7X^© 

ffig : 15 0 — 4 0 OmP a • s)\ HP C-H H^Wi! (#0 

gl) (20tlC^^I>2li%7K^I^S: 1000~4000mPa-s) 

5 &£<Z)th*n^>^otf;w-fe;wn-x (HPC) ; 

mmi^^m c*o m) ttox:\z&ttz> 2s 
m%7Kmw.(D^m :U4mPa- s) , tc-5 rw mmt^n 

m OHO W (20^^*5^^ 2 -mm%7YMW.(D%m. : l56mP a • s) , T 
C-5S jf^b#XH ($0 fi) (2(TC£:fett£ 2 S*%tK}« 
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(Dffim : m 1 5mP a • s) > ;* hP— X6 0 SH- 5 0 (iSiS£> imMit 

^xm '«*> m> ao'cfccfew-a 2 mm%7mm<D^m. : m 5 0 mp a • s ) , 
^ ha-x6 5 sh- 5 0 ama*, mmik^xm cm m) aotnc&tt 

3 2 &m%?Km^(D^m : OmP a • s) , ;* hP-X9 0 SH- 1 0 

5 o m&&. iiibfit (#o m (2ox:\z3$tf2> 2mm%7k®m<DW;m •. 

mi 0 OmP a • s) , ;* hP-X9 0SH-100SR imMfc 
#XH (80 $g) ttOTCfcfcft* 2 S**#»8e©ttaf :»10 0mPa- 

s ) , ^ha-X6 5SH-400 (m&£>s mm<£&xm cm ®> (20^ 

2 fia%7K^Q^g :i40 0mPa - s) , ;* hP— X9 0 S 
10 H-40 0 mM<b#XH Oft) »> (20<CJc::feW£ 2 

Wt<Dlfcm: *54 0 OmP a • s) > * bP— X6 5 SH- 1 5 0 0 GSiS£> 

fi^t^m c«c) m (ivc\z&nz> 2 ma^TK^atottap :iisoo 

mP a • s) , * hD- X6 0SH-40OO iiftfll (tfe) 

M) (20'C^ttS 2 Sa%*K»?fc<&*fi£ :&J4000mPa-s),*h 

is p-X6 5 sh-4 o o o (i£ n n p£, mm^xm (m ») (20-0 iciw- 

§ 2 S*%tK^O^ : ffi4 0 0 OmP a • s) , ^ hn— X9 0 SH- 
. • 4 0 0 0 0S«§n^ fllttft^X* (#0 fi) (20"Cfc*ttS 2 a«%7ic^ 
©ifftft : $J4 0 0 OmP a • s) , ;* hD- X9 0 SH-4 0 0 0 S R (M 

mmit^xm (#o m> (2o*cfc*w-* 2aa%7K^©*s^:*>j4 

20 0 0 OmP a • s) , ;* hD- X9 OS H- 30000 fijU-fb^ 
It (ft) «) (20"Cfc*W-S 2fiS%7jc^©^:^3 0 0 0 OmP a • 

S ) , ^ha-x9 o sh- iooooo m&%> mmt^xm m m) 

(2<rCfc:fe&*5 2 mm%7kmWt<Z>1fcg. :I91 0 0 0 0 OmP a • s) , *b 
D-X9 0SH-100000SR 0&p a p£, mMfc^XM (ft) ®l) (20^ 
25 fccfettS 2 SS%7jc^o^ :^JlOOOOOmPa-s) &£©t HP 

^^^ptf;M^;nz;up— t> ; 

^hP-xsMi 5 (m&&* mmit^xm (ft) m> mm: mi 5mp 

a - s, 2S*%tK^, 2 0t) , p«. h D-XSM2 5 mmit 
^XM (ft) SD (20t:fc*Wa 2 IIX*»«©tta : ft) 2 5mP a • s ) , 
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^bn-xsMi o o im&z* mm&j&t (m m w^z^n* % 

Ii%7kiWt:»10 0mPa' s) , ;*bD— XSM4 0 0 (ig P a p 

mmit^jim (w> w wwz&nz i mm%7^mw<D^m $j4 o 

OmP a • s) , ;* hn-XSMl 5 0 0 dSffi^S, mmfc¥XM (80 ») 
5 (20t 2 llX*»ft©«iJt : » 1 5 0 0 mP a • s ) > * hn- 

xsm4 ooo gsa«* mmft&xm m m wx:\z&vz> 2 mm% 

7km%t(D%&m:m4 OOOmPa-s), /hD-XSM8 0 0 0 (MSbG,. 

tiftfii (*) w (2ox:\z&tt& 2 mm%7kmm<Dfm : o o o 
mPa- s) ^©pwn^n-x ; 

10 WSR N-12K (iSfl.^ azt>*-;HHffiK) (2<TCfc:l3tt3 2 
S*XzK»SK©«ift : 4 0 0-8 0 OmP a • s ) > WSR N-60K (i 
n-~^->^-n-f F*fc«) (20t:fc43ttS 2 fi*%7K»©^ : 2 
0 0 0-4 0 0 0 mP a • s ) , WS R 301 /t 
■< Htt^) (25*Cfc:feW"S 1 : 1500-4500 mP 

15 a-s),WSR Coagulant (iSiB** a-t>*-A-f Htfi) 
(25*Cfc*WS 1 ii%7Kit©ISI :4500 — 7500mPa-s), 
WSR 3 0 3 (iSp a p£, rL-^->^3-;^ F*fc») ■(25'CIC*W* 1 ««% 
: 7500 — 1000 OmP a • s) , WSR 3 0 8 (^ffi 

£ % rL-^->^j— a*< i«^h«) (25 < ctccfe^s i &m%7^mm<D^m. 1 o 

20 0 0 0-15 0 0 OmP a • s) &^©#Uxf l/>t*'>H ; 

it>n-XF- 1 5 OMC B (25"C^ttS 1 S*% 

7jc«©5li5^ : 1200 — 1800 mP a - s) , D->D-XF-3 0 OM 
C (fgjp a p£> B*»8ftfc«) (25"CK*^S 1 M*% : 2 5 0 
0-3 0 0 OmP a • s) , XF- 1 0 0 OMC B#§£ 

25 ffitiM) (25XXZ&Vf%> 1 *»%7jc^(D^ : 8000-12000 mP 

a • s) ^£<o^;i/^^^^;wir;VD-x^-hu^A;^«H^#vf e>ns. 
iMfcttaew*© dpp— iv pi#^^s«, dpp- iv m^jo* 

t^fei*fc<toTl^5^ Ml~9 0li%, #?£b<te5-8 0fi 



WO 2004/024184 



18 



PCT/JP2003/011570 



fatk&mwvmTk&mft^v'&mu. dpp-iv mmmo^m. »j©*^ 

£b<tel 0~8 0li%t$5, 
*»W©fMfttttt«a:, DPP-IV MF*fc^te»«$HP££ffi'&U JfcSl?* 

mm&zwzmmmfc®n, rnxummn. mm. m&m. mmmEifi 
m.mm<Dftmtsim£L>T\$, ¥ut> mm. d-t>-i — ;k D-v;i/tf 

1 — ;K "r>?y, f^Xh'JX gitJl^n-x, &s& 

p*a, *5F;i/-fe;vp-x> #;i/tf^^;nr;up~7„ ^n**^*^ 

P-3., f^h'JX -f)V^>, t HP^^Ptf;U*fe;i/P— fcHP 
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*^HJ©^tt^JtfflVi&ns DPP- IV B^S3£ftTf*5*^ Ifc 
Mtt»6«aJtt«pHI;iDS^:5Wife5, £©«k<5 
«>«rft:Jil#te:^b-C^— ft:^*#Sfe«)K:tt> »&pHfc«tsa&i&»fcHtt 
TD>f, nA^f, TW>lk 7X/^=?>E ^;i/*S> 
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• *««cD»»ttieffl't'©«i«, dpp- iv ua«*©«s* cktX*©«i, s 
3 oa»%T&£. 

K ^n, v^X> tML, s-agea© 

fiHDLife &m^g«) , mmMit, mmHS*± [ I GT (Impaired 
Glucose Tolerance)], I FG(Impaired FastingGlucoseK I FGGmpaired 

Fasting ciycemia) „ mmm^mm \M> W«IW#, 1M» aw 

mm&vm. amtmrn, mtnerf* mmmmm> ^mmmmi 

#5BE©*fcfttt«*^ IFG (Impaired Fasting 

Glucose) SfcttlFG (Impaired FastingGlycemia) ffi ZWWiM^OMM 

# (j3W n^flgjt^^icbfflv^ns. 

DPP-IVMSIfciU ^Jfil»^# ^M^ifil«IM^l 2 6mg/d 

lK±*fctt7 5 glSP^H^WlUHfttlft (7 5 gOGTT) 2^fM«*U 
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DPP-IV |fi#|g£S^l[E]*tbT^0. 0 1-10 Omg/kgM 
#?2;L<<teO. 0 5~3 0mg/kgfti, $5l:l?*b<{i0. 1-10 
mg/kg^fe*^ ££>M£1 B 1 HI- 2 ®&-^-r& £ i^M* LV>„ 

*mw<D®%c&Mm<Dtkfo\H^<D dpp-iv MF&afeffljwrara:* £ v < « 1 

Sit, DPP-IV PlS^^^<Z)?-^S/^tt^lCfflV^^^ DPP-IV 

glp— i t)t&y!imi&miz.ftm-£nz>frtb\z, m±m\z dpp-iv m.mm 
&mm-t2»&mtf&2>&> *%W(Dmi&&mmt.. ^mm\zt>r^z>x dpp-iv 
ia#m^tBT#^fcis?)> i s i @©ifflTfetM dpp-iv Ei^^^ 

mm?*) tt^brav^iit^Tfs. z\om, *&m<D&ft*m 

mm±m^*>nx^z>mm*mm£i'xm&m$iT 

Z>Z.t&X£Z>o' *»W©»tttt»S«Jt#ffflll»l©BB'&Jt«, 
tfX%%>o flAtffi^^kht*^*^ 2|!:»WO»*ttS4SiJ©«tt^ 

dpp-iv i titfic^L, flfjamai^ q . oi~ioo mmffi 
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U^\/>, GI-2 6 2 5 7 0, l^U ^XReglixane) ( J TT- 5 0 1). 
^h^'J^l/XNetoglitazone) (MCC- 5 5 5), YM-4 4 0, KRP — 

5 2 9 7, CS- Oil, FK-6 14, 7#^U ^if— MRagaglitazar) (N 
N-6 2 2), ^1t^U^1f-;i/(Tesaglitazar) (AZ-2 4 2), BMS-2 
98585, EML- 16336, WO 99/58510 KHEffetfKb-g-^ (M 
JL\£ (E) -4- [4- (5-^5 1 ;i/-2-7irJl/-4-t^;U;^ 
h^r-» ^>^;U^W^71 -4-7acn;l/mM) ) , PPARr7^-X 

io K PPARr7>^^^ K PPARr/a^^T;V7^7. K 

-ifia^J ^u^-x> t#;i^-x, $^uh-;v, x=^ut=- 

>#?&<£it3!! [x^^i/^v-r^j (09, H, ^u^>^^^ H, 

Dtf^s f, ^u^tfu f, . ^utnf-r h, ^u:tv-;i^) , w\°^ux 

F, -feT^UxF, tf^'J^F, 5^'J-F*fctt^Jl/v")At* 
fn#/] , GLP— l^§#7^-7, h [#J, GLP-1, NN-2211, AC -2993 
(exendin-4) , B IM-51077, Ai b (8,35) h GLP-1 (7,37) NH 2 ] ,, 
20 7$iJ>7^-Xh (#!J, ^7A"J>^K) , 7*X7tfa>'>7tX7 
T^-iflfi^J (0!U /\'t^>t) ^ 3 3T3*-Xh (0)J, CL-3 162 
43, SR- 5 8 6 1 1 -A, UL-TG-30-7, SB- 2 2 6 5 5 2, 
■ A J - 9 6 7 7, BMS- 1 9 6 0 8 5, AZ4 0 1 40) , m%ft£^M 

25 -tflfi^J, ^;^rf>^^J, V^h7^f>^#7^7h) , SGL 
T (sodium-glucose cotransporter) (#|, T- 1 0 9 5) m&m? 

t^-/K x/vn/7^7h< if^-u^^yh, 
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IxX^y K V4 9V7**y K SNK-8 60, CT-112) , 

mRtt&zfittomm W* NGF, NT-3, BDNF> WOO 1/1 

^DD7x-J1/) - 2- (2-pWW- 1 — n^/U^) -5 - [3- (2 

5 yntr;i/] ^uv-^ftt*) ) , (flu 

Y-128), PKCitfa (08, LY- 3 3 3 5 3 1), AGEE&W&I 
ALT946, tfV^rVX \Uh*"&9'>* N-7xt'>JI/f7\/'J^ 
H (ALT7 6 6) , EXO-2 2 6) , ?£&3l$ffi££g (fcU 

hm) , m^mmsm m, 77 ?v h, j&ngwrens. 

«l (0»U tu/u^^x y^A*x^^>, ^>A*X^>, D/U^^X 

thu^Ai) ) , 7,^7u>^mmmmmm W097/10224 

KBB*fc<B'fb'&«K 0!l*.fc£N- C [(3R,5S)-l-(3-T-feh^->-2,2->?^^;^ 
15 P bf;i/)-7-^ D D-5-(2, 3-v>^ K*'>7iiJV)-2-^V-l, 2, 3, 5-5=" b 7 
t F D-4, l-^>l/^lHftf >-3— T ;V] 7±.^J11 tf^U $?>-4-Ifi^&<*:) , 

^^-K ^U/7^^7-h) > ACATIfi^FJ (#!k 
(Avasimibe) , I7JV^7 (Eflucimibe) ) , ^ *>3Z®Mm (#J> 
20 n l/X^ 1 ^^ » > -7°d^3-;k ~u^>mmmm(Ms — n^E— Mnicomol), 
-ir U h o— ;V(niceri trol)) > -f niJ-^> hj^X^k fflrt&^xn— ;i/ (09, 
y-fXfn- ;Ksoysterol), #>^:tU1f 7— JKr -oryzanol)) ^#^£tf 

^u^r±^)V, uV)V*>s x7awx 

i?tf>, x:7x>>fc?>, TAD^tf>, X*-i?fc!X X#;io>tf» , % 
U #A^-\r >^HPi(^, l/^ py^j U A,L-27152>AL 067KNIP-121) , 
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ttIEi»39£bT«, 09*tf*tK1^JBttK (09, ^X^x>^;l/^^>, 

(09, CL-3 1 6 24 3, SR-5 8 6 1 1 -A, UL-TG- 3 0 7, 
SB-226552, AJ-9 6 7 7, BMS-196085, AZ401 
4 0) , Fttifc&*WW8 (09, CNTF (^$ft#&3&£ 

H^) ) , 3l/^h^->7^h (09, U>^FU:/F, FPL-1 

io 5 8 4 9) m&mf S>tl£o 

5Wfi8W£Um, 09&fc£^>^>ffi»#: (09, t'Jf^BlthU^T 

rr/asx i^u^;vM^;v>'^A5 : -^-^D^» , ^t^f^sko (09, 

x^X^F, ^d^>3=-7>>F, FU#d;U*^7^F, tFD^Dnf 

15 ^>>F\ #U^7^F\ *^n^7S?F) , SKT^FX^P^SBM (^U. 
7tfD77^hX h'J7Arl/» , £*BgJ%2K8*£Ra3£!l (09, Xir^/ 
F) , ^n;i/^>if>^;^>T5 F**WJ (09, ^WJh'X ;* 
*7;i/->F, -f>^/UH) , 77t5 h\ ^vv;wtfF, x^u>m, tf 

20 fijliiftSOtUm 09*.fc£'\/1U> (09, ^A°U>^-FU^A, ^\A°U> 
*;V>"^A, ^r^U >7^HJ^7 A (da Heparin sodium)) , 7J1/7 7U 
> (09, y^^U^U^A) , ffihn>¥>m (09, 7MhD/1> 
(aragatroban)) , tf&fe$&fflM (09, Sm^T" — if (urokinase) , ^V^ri — 
if (tisokinase) , TJV^-y 0 ^— if(alteplase), '3~ : t7° : 7— if (nateplase), 

25 ^^-r-y^— if (monteplase), A$t^^— if (pamiteplase)) , Jto/MMi 
ttfflX (09, ^M^^Dtf^Xticlopidine hydrochloride), j/D^^- 
;i/(cilostazol), <n+h^>F^X5 1 ;K ^7^7 F^F U#A(beraprost 
sodium). JfiBfclhM^l^— F(sarpogrelate hydrochloride)) &£>&«t£tf 
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ft/Bftgiltt, »*L<tt-f >XU>83W, -f >*U>&ffitei3fc«.K a- 
#5£Wfciu ££>fc tdpp-iv pl$^©^ffi5i^WJ; ; 5 2am±o dpp-iv 

nc-r, tdpp-iv Btm^rmu \*> dpp-iv la^g^^rr ss^jt& 

n«.k<, Mtt^JT^oTfelMii^^oTfeiVi, 3=fc, TDPP-IV 

mmmsmsmi om-nm.wmmmmmmmu, m\zm.m^nr, dpp- 
iv mmmmm^&wi&mz&Qtkm-rzmm. dpp- 
iv mmm^mt^mm. itpH©^c$^Lt dpp-iv is^m^m 

E <D V tlT & o T <b cfc v > o 
d uiT, rDPP-ivpi$^»J/O^S«i«m^J:D^tB-r^»Jj iUT 

ri$^i<D«^c#^ dpp-iv mmmzmtitzmfth tittt #i*.fc£^ 

'J^U3-JMb^Ut'J K (09, Gelucire50/13 
GATTEFOSSEtl) ttJVMfcZift&lrT SnSo 

rM^pHco^bJc^ux dpp-iv Ea^m&feffl-rsMJj tutu 
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^yhL-3 0D5 5 G3A£* P— A^r^ttSt) 3 , ^^T^U^BI 
P#UT-S C^H^hS (i$iS£> D-A77^Ktt«) D 

mm*ft*'& v &tr z.t\z&?) mmnmm^v^r(DiHU&tj'^ dpp- iv 
mmmzfomTzm®} tttfi wwd^^ta (aa*. 7;nf 
%h») ens. 

rjw«»5^»^»»c<kOip«[ffi*n*iW!ij ttm dpp-iv 

mmte. m*\zm— x&oxfe«kv>u s&ox^xfcck^o & T2mu± 
od dpp-iv Rasateftfisii ^ «jre&oTfc«fcv>u s^nKifc 

«»<H©SSWJ-C*oTt>.kVi. EEX, J|t— WWfcbTtt, 2lPi±® DPP-IV 

rsut^oT, s^mma* e. g$ tc t>& o x^n^c dpp-iv mm&m 
dpp-iv ga^^w^J*© dpp-iv Ramo-ssia:, DPP-IV m#^©ffi 

DPP-IV Ba$^WS«W©»J^tt» MIHU^^B^^^'liM^KD^iPI 
4§X&3o 
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zs. V?. it;K ^yb) fc**U Mf2bfc#fPJ<E> 

i) 2ae4±©DPP-ivia»iK^«M«)m-«3WfcbT<ott^ 2) 

±<D DPP-IV SW^WSS^J©^ia^J«hLT(7)^M^*5V^T©^#75:^ 

DPP-IV |fiS&£S#llaHt£bT*QO. 0 1~1 0 Omg/kg#l, £F£ 
b<teO. 0 5~3 0mg/kg#l, $f.}«b<»0. l~10mg 
/k g#:MT&D> 1 S 1 ®~ 2 ®&#T£ Ht**S[*UV^ 

^rtfc^VtS DPP-IV E$S©^ffl*^^< t*>*«TA\& 

*58Mtt, £ r^mr^fcJfiL5H4« dpp-iv ffitt^ 10 90% 

®tU<« 10 &V>b 85%) <£TSWS, DPP-IV |&*Ii^rW;BcttHHf?« 
, 8 B#F^(Clfil^4 I DPP-IV 10 b 90% Of? * b < U 10 

&v*b 85%) <st$-&#§, dpp-iv mwn^mnmmmmmi > 12 
mmmzMm* dpp-iv io^v^b9o% ($?sb<ttiofcv>b 85%) 

<£T2i2r#5> DPP-IV |fiMS^ifcffliH*9«8lJ , T&Jm 1 P*W*>& 8 B# 
m\Zt>t£?X, skm^ 3 DPP-IV 10 &V>b 90% (£?£b<te 10 &V>b 

85%) ®r^-&#s, dpp-iv B&««rttffiffl»i8fflj > rs^mra^ 

£> 12 B^fSKIfrfcoT, DPP-IV 10 fcV>b 90% ($?£b<tel0 
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CIZIT, DPP-IV fg&J fc&tt^lWte, *iiiMl$I(*t 

ifii^©®^ wim&zwmmM&y ^<fcox, dpp-iv 

fe&&&z$^om : mtfmt£&m&&&z>i!)^ *m&mnjkm* dpp-iv ^14 

£10&ViU90% ($f£L<telO&^L85%) &TiS&'&Z>1tkmmfflMM~e 

&2>mv, *mwc> rw?-n mmm^mi&mnwmmi izmtZo 
ifmn<D dpp-iv mmm^mmummmu, mm* dpp-iv 10& 

90%, 0£L<telO;S:Vib 85%, ££>Kl£f£b<telO&Ub 80%, 4# 
fc#£L<fcU5&V>b 75*<rF£i±#&. 

«^DPP-IVfiH4^ MtLl / £%m<Dnimm\ZnZWL-TZ> rW^F (Ra 
ymond) (^7k"T^-X (Diabetes), 4 7#, 

1 2 5 3- 1 2 5 81, 1 9 9 8 50 J bfc^&KU: OittS £ t 

*tT^§. MELfcIfili&4 , DPP-IV ISttteT^fciU ®1fc©l»«ffil*3T?&nfck 
±f3Lfcff (10, 15, 75, 80, 85, 90%) tmfo^X^Tb&^o 
jfiUK* DPP-IV fgffifgT^te, «4" DPP-IV ^(DjU^fc^oT, ±BBU 

&*fcli&oTWT"biVi. dpp-iv m&oMfetkftv)*-?* 

\zfd,M<Djj&tmt£z>m'£\zi l t, m.m* dpp-iv ^£{&T^teJi!3L£:fli<£ o 

fe$St:^f«*oTfeJ:<, 0>J*_fc£, 90%«95%£A_hc^{ilT*oT ! b 
*5£W(D DPP-IV Ka#^TOtB$O^I^J«i:bT«, iWlfBbfc^BJf © 

dpp-iv m.mm^mm<D?%. dpp-iv la^o^m^j^^n^^j^tf 

ififBbfe^Bj<DE^©-5^©rDPP-iv mw^w^tt^J^ dpp-iv 
^WjS^m^j £ ^m^-&^^:T^ & mmi * b ^ «, 
*5&m<D dpp-iv lii^ittmjw^j^i mmm < , ©jfEffl s>4>& < , 

ni¥lIfj#J (00, kK -T^, ^n, +f-;k b) t 
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i£teJ*#*T?*S DPP-IV i m»t UTU 0 . 0 1-1 

5 0 0mg/kg#t, ^tKttO. 0 5~3 0mg/kg#t, $61:^ 
tb<«0. l~10mg/kg#:lT^D, 1 B 1 ®~ 2 

#$giJ8© DPP-IV Pl§^^tBM^^J«, £ 

ttrtfc&tt* Dpp-iv m&m<Dftmw>fc < t 2 <$? 

10 L/Vio 

#3gi3U© dpp-iv fi»aE^wttffiftfffm»:. tmvtt&mntiimmm 

B « 2-{ [3- (7$ J ^ ^)V) -2— T V 79-)V-i-7^—)l-l-**y-l , 2- 
20 5>k H n-6-T V=^ / U t^y} 7t h75 H 

ik&mCU L-threo— T V n-f ?~TVV V> (P32/98) S^n^tllc* 

##00 1 

ffr&4&B (150mg) , ¥L» (1184mg) , n->X^— 5=- (360mg) > HPC- 

25 l mshz, u*wm <m m (60m g ) , ^^^v^^-fe^n-x* 

;^>C7A (iffifi^ : ECG5 0 5, S&fgffl («c) S) (60mg) , «SSrfe;W 
P-X (i«,fi£ : TfcMr;K Jlfrfbj&Xit OHO H) (172mg) M^r7U 
>Wt-?>f*i/*7& (14mg) *?L#T?S^bfc. ^&n5S^ft©5"fe 200mg 
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###J2 

^©HiS^|l~6, 8~10, 1 6*5<ktfl 7tIV^ft^AH & 

ft-B^A -itm^ (2.04 g, 5 mmol) (DtK (20 mL) Mtl^t 7RMl*fc; 
^HJ^A (10 mL) £»DU #e>nfc^^^^T 1 O^it^bfco 

10 ^SB^itT, fb-B-%A(0.87 g, 82. 9%) ©Mii£#fco 

mffift : 2d (° ) : dfi (t>^hn-A) 

5.9 8 14.8 
7.8 8 11.2 
15 8.44 1 0.5 

17.1 5.19 
3 . 

m^©^J£^J7^«k^l 8~2 ^c©«fc-5KlbX« 
20 3tbfc 0 

1 ) 3-(75/^^)-2-f y^H-t*V-4-7xz;irl. 2->?t Hn-T 

y+yj >-6-:*j;i/3fc h u ;Ko. so g , 2. 4 mmoiK 1 Mfe TKBfefc?- V U 

7K»S9t (0.48 mL, 0.48 mmol):fe«ktf7K (1.42 mL) <DW&%Q\Z., >^^;i/X 
;i/^->F (2.0 ml) Sritl;!* 85^T 1 WFIHffll^.Ufc. 1 l$W?W 

(1 mL) TiJ&S^ 5 0*C "CMJE^l U T ^ fc<&$JA • 1/2 i? 
KfP«b (0.88g, 93%) Si^tbTife. 

2) -ffr&tfA • 1/2 5?^^;i/X;i/^^> F5fn#J (lO.O g, 26 mmol) t*?S 
—)V (40 mL) (DM&W* 60 < CTM#bT}M£#fc e ^CD^fc 60*07? 1 
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mm mm m mD siiatt, »»t©pH*i.5tpiibfc^ igtt&<o.5 

g) &SfcJnU 60 , CT10^m#bfc. «1£Jft£3flfcU ^^y-JW* (2 : 
1. 10 mL) T^bfeo ^t^S^fri^ 60«CTlft#b&)&*e», 5% T> 
^E-TTK (15 mL) S^iDbT,»?R©pH*7.3K:fil[bfc.RjS?ftfc7K 0-3 
mL) ^iTbfct, 1 PfP»ttT^£T<«U S&lCft^T 1 l$|IQjt& 
bfc„ tfrfflb&agft&SlfcU Jfciflbfc*^/— (1 : 1, 15 mL) T?«fc 
#bfc^> 50tST»ffil^bfc. #6ft&*Sfi (10 g) iiftfl^l/ (lOOmL) 

tom&w&s- 75t:T i NpBBat^bfc. nztizmnm* 1 i^M*»tTSM 
^T^spb, s^k^^t i mmm&isfe. jes&^u ^b^sm 

(20 mL) T$c$m 50 , C > r«JEEftj!ftbT, ffr&«&A(7.5 g, 85*) & 
|el#f£:*2 0 (° ) ®HPH : dl (t>^XhD-A) 
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9. 
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1 6. 
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5. 
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1 7. 
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5. 


1 9 


2 2. 
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8 8 
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8 


3. 


5 9 


2 5. 


8 


3. 


4 6 



###]4 

tBfc©5fcifi0!ll 3~1 5TffflV>fcfb'&*&Btt» &<0J: , 5fc:bT*liib&. 

2-{[3-(t^ y ;* ^; w -2— r v ^;w-4- 7x^H-t^y-i,2-^kHa 

-6-fV^;U-;Wt+M7th7$ H (1.0 g, 2.6mmol) £x^/-;i, 
(10 mL)tcM^$ii, zk(10 mL) ^1mXt^ t<D'&, flS-fr«&B©«*Sli£ 
SSiPU SfiSTttlLfc, «ftBbfc*Sa*55lU 7jcTtfe#bT, <fb<£r^ 
B(0.31 g, 31. OX) 
7g3S##NI[ C 22 H 25 N 3 0 3 H 2 0 fcbT 
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mStfa: C, 66.48; H, 6.85; N, 10.57. 
£&Mt: C, 66.51; H, 7.05; N, 10.50. 

MffiM : 29 (° ) mmm : (Hit (t>^Xhn-A) 



7. 


5 0 


.11. 


7 8 


1 1. 


2 


7. 


8 9 


1 3. 


7 


6. 


4 6 


1 4. 


7 


6. 


0 4 


1 8. 


5 


4. 


8 0 


1 9. 


8 


4. 


4 7 


2 0. 


4 


4. 


3 5 


2 7. 


4 


3. 


2 5 



m»ji 

15 fc&MA (lOOmg) , HPC-L GSift^ B^WM OHO «) (180mg) *5 
«ktKHPC-M (iSffl,*, B^WB (HO M) (720mg) ^SLttTii'&bfc. 

n^n^>m.^m<D^% 2oomg ^?fii£^>y^y^7,^ (3$ftfttttfi) &fl§v* 

TflttlU itS8iDmCD^J$#fe. 
^i»J 2 

20 ft^A (lOOmg) , HPC-L (M&&. U*WM (W) W (450mg) & 
<fctfHPC-M (iS,&£> B^WJt (80 &) (450mg) *A#"CiB-&bfc. 

'&*>nz>m&w<D5% 2oom g ^tftjE^>7 p ^:^v-xa gsbmnms) £JBV> 

TlTteU it^ 8mm <Dl&ft&ft1t. 

25 ik-BrmA (lOOmg) , HPC-L (iS.&£> B^Wit (80 ») (720mg) 43 
«fc#HPC-M (SSiB^ B^Wil OHO SK) (180mg) &?LttTiI'&L-&. 

n^n^>m^m<oo% 2oomg £?ftffi^>:/:i£:/w;a (gwR«») 

TfT^U il^ 8mm ©tt#J£#fco 
4 
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ft-g^A (lOOmg) , Polyox WSR303 G$ffi£, A* 
-f FlfcS) (720mg) fc<fctf#UX^]/>^U 3— ;V6 0 0 0 (180mg) £?L 

ire^bfc. '^nzn-swit 2oom g £?fiffi^>y5£?v;**i (aw 

fc£-#lA (lOOmg) , Polyox WSR303 (r&n D p£, =L^>ij—A 
-f F*h«) (450mg) cfe«fcW;x^W>^Un— ;i>6 0 0 0 (450mg) £¥L 
M^bfc, ftt>nz>m&V0<D5'Z> 200mg ^^EE#>y^l/X^ (15ff 

mmm 6 

(lOOmg) > Polyox WSR303 ZL^L^yfj — A 

-fK&SD (180mg) &£O^UX^k>^U 3-;i/6 0 0 0 (720mg) £¥L 

^T^bfe, ft^n^M^©^^ 2oomg mm 
mmm) zm^Tfrmv, mm s™ <Dmnm%rc 0 

4£&MA (300mg) ^3ck^HPC-M H^WjI (HO SD (700mg) 

it^wvm&vtz. 0 %%n&m^m<Do% 2oomg ^jE^>y^yi/xa(a 

<ffc1=f#JA (78mg) , TC-5S (M&x^x. Mmit^Jim ($0 m (47mg) , 
^hO-X9 0 SH4 0 0 0 iijb^Ii (80 U) (190mg) & 

J;^XT-TU>Mv^v"j7A (2.4mg) SIL^til^lfc. #e»tl^^tl 

243m g ^m^yy^-yu^m mmmmm) zm^xtsmiss mm 

8mm (Dmm&^fco 

it&mA (79mg) , TC- 5 S 0Sffi£* fi^^XH ($0 M) (H9mg) , 

^ hn-x9 o sh4 ooo mmih^iim omo m aismg) & 

<t^f7U>i-7^^A (2.4mg) Z^X^VfCo #e>*l32g^ 
©■5^ 243mg ^BE^>y^^l/X^ (SEM**gSSD Srffl^TfT&IU mm 
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8mm <2>^£!l£#fco 

mmm i o 

it&WA (79mg) > TC - 5 S (i&p a a £, mt&ik&JM (WO S4) (190mg) , 
/hD-X90SH40.0 0 (iSa*. mttft^XJI («0 it) (47mg) £ 
■fc^fT'J^^^A (2.4mg) £¥Uia??S'&bfc. 'fa^tl^USm 
'<D?t> 243mg ftttJE*>ya^V/X» OS0fflHR») feffl^T#T«b, 
8mm 0^§#fc. 
^Jfifll 1 1 

ik&mc (lOOmg) , HPC-L (i&tS£> 0:£#3ft ttfc) 14) (450mg) & 
cktfHPC-M 06§ift£, B##3i (80 m) (450mg) &*L#T?i&&b&. 
'<§t>ftZ>M-&m<D?% 200mg £*ftffi#>:/5$;:7VX*8 OSffiMftt&K) 
TfTfeU |E@8nim<£>&8!l£#fc, 

mmm 1 2 

ft^C (lOOmg) , HPC-L CiSSft*, B*W« («) §4) (720mg) & 
MPC-M (£§.&£> B*WM (W) U) U80mg) fcJL«n?»#bfc. 
H^tl^ilOo-fe 200mg *»EE#>^^W^ttl (3WHTCBS4) 
TfTteU M8mm©^J<£#feo 
§^»J 13 

<b^B (75mg) ^HPC-L OttA«; B*W3S (80 84) (925mg) 
m^T^b^Co tl&nSI^ftO "5 £ 200mg OS 

#^§4) £jflv>T*mu mm 8mm ©*aB*»fc. 

H«<] 1 4 

<fr&%B (37:5mg) , HPC-L G33p a p£, B#W3t (80 14) (370mg) & 
WHPC-M (IffiiBi*, B*WB (80 94) (92.5mg) SIWTfii'&bfc. 
%t>*lZ>m&mv> ; D% 200mg Sr^JE^>^^l/X^ (TO*jta§4) 
T*T«IU H^8mm©ii#J£#£:o 

l£»J 1 5 

fl^^B (37.5mg) , HPC-L (i£p a p£, B#Wjt (80 §4) (231. 3mg) 
^HPC-M m&%, B*WM (80 S4) (231. 3mg) £¥U£T21-&b 
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fro %*>nz>m&im<»o% 2oomg ^mj£^>^^uxm mmmmm) & 
mmm 1 6 

te-&^A(120mg)£&j7 0X:mmvrcGe luc i re. 50/13 GSiB£, 
Gat t e f o s s (2280mg) fcafebnU jg#bfc„ nZtlZM^ 1 ®) 

<D5% 400mg £ 1 ^^^>*^-fe;V^«b, IST2 4NfflttfLT@ 

^Sjfifcl 1 7 

f«j9 ox:^mm\^r^)^^nu^ (ig^r/tfy^^v^xios, yu 

-i > bM^M) (228mg) CGe luc i re50/13 G a t t 

efossel) (2052mg) Sr^iPb, |*J8 0 < C^MLfc„ %t>n%>U€r 
m\Z\t^mA (120mg) &SS2JDU Jt^Lfco %t>nZ>m&m<Do-t> 400mg£ 

£$6fll 1 8 

it&MA (lOOmg) , ^bb^v-iffi : ^^U>7^^X 10K 7D-f> 

hmmm (500mg) , ^X>g£ (lOOmg) &£ZS9Lm (300mg) *IU*:T»'& 

b^o fensi^©^^ 2oomg &m&#>77S.7V7.m ommmm 
mmm 1 9 

ik&WA (lOOmg) v lftf7y« : ^:/U ^y^X 10k ^P-f> 

h^HM) (500mg) , ?X.>m. (lOOmg) &cfctf?Ut (300mg) &$LfoT°m& 

bfe. #e>n§i^©5-& 2oomg (mmmmu) 

£ffl^T?mU 8mm O^J^tfeo 

mmm 2 0 

fl^#lA (lOOmg) , HPC-L H##ii (tfc) (500mg) , 

hpc-h asas, b*wm oho m> (3oo mg ) ^ck^x>m aoomg) 
&^&T?m&vrc.n*>nz>m&Me>o% 2oom g ^^jEE^^y^^v-^^cs 

$mm 2 1 
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itSmA (300mg) , HPC-M <M&&, U*WM <«0 M) (400mg) *5 
cktf#X>Bfc (300mg) S?L^T'S^l/&. fce.ttSg^Kj©^ 200mg£Jfc 
EE^>^yi/X^ (Sfiftftftfi) £/B^TfT££U 8mm CDttJW*#fc. 
2 2 

*fr&4&A (300mg) , ^hP-X9 OSH-4000 (i$n° n £, *M<ffc3*I3iS 

(*) ») (500mg) *cktX*X>« (200mg) £¥UTeJI£-U£:o 
Sfr&ttOSfc 200mg *»BE^>^:y^Xtt!(aW»«») <£JBV>T*T*IU 
M 8mm 
2 3 

A (300mg) , ^hD-X9 OSH-4000 mMit^JlM 
m) W) (250mg) , HPC-M 0ftift£, B##3S (HO S) (250mg) 
^cfctK^X>m (200mg) £?LflreiS-&b&. #Stl§M^05^ 200mg & 

fro 

*»J2 4 

it&WB (600mg) , ^ hn-X6 5SH-40 0 0 (fgp n o£> mmfc&XM 

(mm) (mm)sTC5-Rw(m&%.mm<i:¥j:Mm)m (soomgK 

T>xh— )V (180mg) *itfXf7'J>»"7^V9A (20mg) fcAWrCil 

&fflV>T*TteU S^llmm©^£#fc 0 
S*i»J 2 5 

4b-cT#jB (900mg) s ;* h D-X6 5 SH - 4 0 0 ii^fli (#0 

(600mg) > TC5-RW (iS.§n£> flM^Iit (flc) $2) (600mg) , 
T>-1 — ;i/ (840mg) x H-feH— (30mg) *J;tfXf7U>i7^ 
->^A (30mg) SWI^Ufc. »&ns®^«J©3S 400mg £iftJBE#> 

^SI^J 2 6 

^fb^B (450mg) , HPC-L G65iB«, B*W3S (80 £D (1020mg) , 
tfe=-lM (15mg) &«fctfX^TU>&^*v-#A (15mg) 
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Ti-erbfc ftznzm&mos* 4oomg ^mm^yf^fuxm mmmm 
mmm 2 7 

Yb^B (450rag) , Polyox WSR303 GSffi£, n~:t>;*j-A 
-f F*fc«) (1 50mg) ,TC5-RW 0&n a n£> flMWt^XfSI OHO S) (450mg) , 
xr>—h—)V (420mg) , HtfiH—lfcfbSfe (15mg) fei^rT'J^BlY^ 

(15mg) SfLM^lfc. #<=>*l32g^<D5% 400mg £ft&EE#> 
y^yi/Xa (99Ff»««) £fflV>TfT«IU itS limn <3D«8W*#fc. 

2 8 

it&QlB (450mg) > ^hn-X6 OSH-40 0 0 0Sift£, iM^It 
(«c)«) (150mg),TC5-RW(^,?p^>'fiM<b^X^(^)^) (450mg) , 
— ;l/ (420mg) , M&^—Mik®: (15mg) & ^ZS^7 U 
->^A (15mg) mti^Lfc. »e>n*S^©3^ : 400mg £tfiJB£#> 
^yi/Xi C1OT*I»$&) £JBV>T*T^U 1.1mm ©ttSUSWfc. 
HM^J 2 9 

^^ib (450m g ) , ^ hn-x9 o sh-4 o o o m&&> mmit^x.m 

(.mm) (225mg),TC5-RW(^p t 0 ^,-ft^b#Xll(*)^) (375mg) , 
— )V (420mg) » SSfiHnRfttffc (15mg) &J;t£X^T U >^T^ 
(15mg) SrfLimS'S-bfco %^n^>m^m<D^% 400mg £tSffi^> 
y^^UXa (90f*ftttfi) &JBV>T#nfeU ittg 11mm 
l£»J 3 0 

it&WB OOOmg) , ^ hn-X6 0 SH- 5 0 as,ft£, mMik^M W) 
W (1200mg) , V>nh-;V (840mg) , ff£=-&4"b$c (30mg) 43«fc£*X 
TTU>tvn>"?A (30mg) &¥L#Tii#L;fc:. #e.n5S^05^ 
400mg$tftffi^>7 p ^l/X^ (aW*S^) &fflViT*Tffeb, itgllmm© 

#i«J 3 1 

to&fl&B (450mg) , ;* hD— X9 0 SH- 4 0 0 (ftiSZig* ©iftflf (#0 
Si) (300mg) , TC 5 -RW (ffiA£, H®4b#ll£ TO '«) (300mg) , 
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*7>- 1 — )\ (420mg) , M&==-Wlikm (15ig) fe^r7U>f , 7^ 

->^a (i5m g ) ^fL^T^-arufeo m^n^u^m<Do% mm &mi£-#> 
•j&zfuxm (mmmrnm zm^xfrmv, w.mnmm<Dffi.m&%t£o 
mmm s 2 

Ifci^B (450mg) , ;* hD-X6 5 SH - 5 0 (iS(Fq£, «®<b#XH ($0 
jg) (600mg) , V>nl — ;i/ (420mg) , M&^—Mfctik (15mg) cfe^X 

f7u>f7^5/^A (i5mg) £?urr*g-&bfc e mt>nz>u-&m<no% 

400mg^?ftffi#>^7 p l/Xa (SWM^M) £ffi^T*T^U M 1 lmm CD 
H»J 3 3 

fc&WB (450mg) , ;* bD-X9 0 SH- 1 0 0 m^b^XH (80 

|g) (600mg) , — )V (420mg) , HfeH— M4b$c (15mg) &J;r£X 

T7U>f7^>"^A (15mg) S?b^T^bfeo %^n^>U^WD% 
400mg^?ftffi#>'^7 p l/Xm (SWM^) £ffl^T*T&IU M 11mm CD 

H»J 3 4 

fl^^B (450mg) , ^hD-X6 5 SH- 1 5 0 0 (Mfo&, mMlt^JlM 

OHO m) (225mg) ,TC5-RW fsilHt^Xit (W) St) (375mg) > 

•7>- h-jj/ (420mg) , ^H-^b^c (15mg) *J:^T7U>iV^ 
(15mg) ^?L^-T^bfc 0 #e»n^>M^CD-5^ 400mg £tftffi^> 
^^l/X^ £J3V>T*mU SgllmmCD^J^ftfCo 

mmm 3 5 

{b^B (900mg) , ^hD-X9 0SH-400 fSM^Xii (ffi) 

U) (450mg) , /bn-X6 0 SH - 5 0 (MFa£, ii^flt (80 §£) 
(1200mg) , — )V (390mg) , M&^=M<k®i (30mg) &£tf7^T 

U>M^*^A (30mg) ^?L^T^bfeo #£>tlS^#JCD-5^ 400mg 

«r?ftiE^>^^i/x^ (mwmmm) ^m^xn^v, ia^iimmcD^j^ 

USS^J 3 6 
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fc&mB (4190mg) , * hn- X9 0SH-30000 (E5ifi£» mMfc^ 

Jim m m> (8ooomg) , * hn-xsB-4 osa^ mmit^nm m) 

m) (2000mg) , 7 (2000mg) , T>nl — )V (3570mg) , M 

^~~mitm (40mg) teku^Tvym^tf^zsVA mom) 

^bfe, '&t>nZ>^M<D?% 500mg^?ftEE^>^y^xa (SW*if*!$g) 
Hi«J 3 7 

ik&WB (2095mg) , ^hD-X9 OS H- 1 0 0000 m&£, iWMit 
fit (W) M) (2000mg) , 8§ Hrfe;l/ D — 7 (2000mg) , V >n 1 — )V (3785mg) , 
^&H-M^<c (20mg) fe^tXX^TU^^^^^^A (lOOmg) 
?g-&bfeo nZtl&M&WD-Z 500mg ^tftEE^>^yi/7,a (»f*it$8 

mmm s 8 

it^mB (104. 7mg) , ^ bD-X9 0 SH-4 0 0 0 (i§,Fp£, -ff^h^X 
H (80 fi) (116. 6mg) , ^SHrk^P-T. (33. 3mg) , (71. 8mg) 

^^XS7^7^)>m^^^'7^ (6.6mg) 333mg S*©^J$r, «» 

£8fe09 1 

1 %^)VhV ^frTy^—V&^U^ H (CTAB) 0*IM 

:@I£S^£I— ^ (KT, CTABttB^- ^«f3-r^>) 5 0 0mL, HJijg 

tlOOrpm) £frofc„ ^"To M^p^bT, 

SI] 



(%) 
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mm go mmmi mmn mum 3 



0 


0 


0 


0 


1 


7 


10 


19 


2 


11 


17 


32 


4 


20 


31 


56 


6 


30 


43 


79 


8 


40 
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93 


10 


49 


69 


99 


12 


57 


76 


99 


14 


65 


84 


98 


16 


72 


90 


98 


18 


79 


93 


98 



mm.m 2 

frsfc. Jg^^ D£2] tSt. WtUt, #*W1©«SHCP 

20 ViT^»©j$ffiK»&ffofctIl^, lO^tO^W 100%T^o.fco 
[«2] 



jftlffl (h) jgtW (%) 



0 0 

25 1 8 

2 24 

4 53 

6 85 

8 95 
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10 99 

^wnmnvskm^it^^yfr^^y-v iv (dpp-iv) m.mm&&\z 
^smiu #e>n^A°u >ihm*<D dpp-iv ?£&£OT<2«fc-5 kut$j 

10 5£bfco 

fcmtV-i^yp (Raymond) <Z><Djjfe (^-TTtf— tV-X (D i 
abetes), 47 #> 1 2 5 3- 1 2 5 81, 1 9 9 8 m KlJpDT 9 

6^^u—b^m^x 3 ox:-^mMvr^ 0 tK70ml, imfu^-s 

SIM (pH7. 5) 10iih\Z, lmM^U^V • ynU;i/-p-nh 
is DT—U F(G 1 y-P r o-p-NA ; A*^^rA%h^)7K«l 0 0 uLS: 

mtrau m&mwt&mmvtco ^-vmm&^-Wi, i&mmzm&ListcWiMihL 

20 tiM) £ffl^T$cfi4 0 5 nm-efiiJ^b, ^-(D«l (AODs) £:£it>fco 

(DMUd (AODc) , rt^^^V^^^^tj-^^^CDiiSP (AOD 
' b) £3£s£>, Hlg!li£#iu£ 1 0 0 %£-tZ> DPP-IV (DffittWmi£&&> fhlT 
[ (AODs-AODb) / (AOD c — AOD b) ] X100 
25 ^J:Dfh^bfec fePH£ C^3] fc^fo i£i*<D, DPP-IV«14M«, 
±1HMm (n = 3) S^-To 
C^3] 



DPP-IV ^14 (%) 
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Wrlffl (h) 


13 <D$m 


mmm n omm+&*zw 1 


0 


100± 0 


100± 0 


0.5 


85± 2 


. 37±23 


1 


70±18 


22+ 3 


2 


60±14 


28± 5 


4 


59±13 


45± 7 


8 


72± 4 


63± 8 



[«3] ^|f!ll3T?#6nfe*»9i©»»«WaW:» 1»&#B#& 

10 Bt^^fcoT.rt^DPP-IVia*^^ 28fcV>L 78%i£T£ii:#£££: 

BaM»^j!DiaittlW**--tt(^T, B^-i&£IB§t2T3) 5 0 0mU 
ififtlOOrpm) £frofc, itH^CTAB^BI-ttt 

^^frofco ^s-en-^n CS4] [*5] \zm-r 0 

20 4 ] 



*&m^ (%) 

ISM (h) §HMffl7 SH»U2 1 



0 


0 


0 


1 


35 


40 


2 


52 


58 


4 


81 


83 


6 


105 


103 



13*5] 
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2 1 


A 
U 


A 

u 


0 


1 
1 


3 


O A 

24 


L 


n 
0 


34 


4 




51 


6 


.20 


67 


8 


26 


78 


10 


32 


88 


14 


44 


95 


18 


55 


95 



[^4] :fe«ktf msi fr£> (^x>^) comiin^cfco, *»w 
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5 . ^y^^y^-if- iv ESFH©»miSfli*ssj6:§ 2 a«±©$? 

9. t£# 1 Bt^^«^^^v?;l/^^^--tf-IV^tt^ 10 fcVib 

l o.s^si^fflftfcjiiiift^^^^i/^^^-^-iv^tt* lo&i^b 

1 1. 1 NrK^& 8 ^Mfcfe&oT, iM^^y^;!^:/^- 

i?-IVEH££ 10 fcV>L 90%i£T$it#^>, Vl'fnVW??-?'— if- IV 

1 4. m%mmizm^m9 , i o 1 1 m>?^na>K:iB*fc<0*ijW£&# 
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